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Platform description of vaccine 
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> [NAME] 

> Trade Name: CoronaVac® 

> Name: COVID-19 Vaccine (Vero Cell), Inactivated 
> [COMPOSITION] 


> Active ingredient: Inactivated SARS-CoV-2 Virus (CZO2 s 
train) 
> Adjuvant: Aluminum hydroxide 


> Excipients: disodium hydrogen phosphate dodecahydra 
te, sodium dihydrogen phosphate monohydrate, sodium 
chloride 


[DESCRIPTION] 


>CoronaVac® is a milky-white suspension. Stratified 


precipitate may form which can be dispersed by 
shaking. 


> [TARGET GROUPS FOR VACCINATION] 

> Susceptible people aged 18 and above. 
[PRESENTATION] 

> Each vial (syringe) contains 0.5 mL with 600SU of 


inactivated SARS-CoV-2 virus as antigen. 
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CoronaVac® information 


> (ADMINISTRATION AND SCHEDULE] 


> Two doses should be administered for primary 
immunization. The second dose is preferably given 14- 
28 days after the first dose. 

> CoronaVac should be administered by intramuscular 
injection in the deltoid region of the upper arm. 


>It has not been determined whether this product 
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Se Cu LT requires booster immunization. 
"sa > [SHELF LIFE] 
= >24 months 
"T 
ff © > [PACKAGE] 
> Vial or pre-filled syringe. One vial or syringe per box. 

| » [STORAGE] 

— ir d A > Store and transport between +2-8°C, and protect from 


light. 
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Pre-clinical Study 
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Summary of the studies 
Studies performed by GLP compliant labs, results presented in the following slides. 





| icit Mice, Rat : 
LU | Virus Challenge test: 
Insti f Laboratory Animal 
Efficacy Virus Challenge" Macaca Rhesus st tute o abo atory a 
Sciences, Chinese Academy of 
SE ES Mice, Guinea Pig, Rabbit, Rat, Medical Sciences 
D Sheep » National Institution 
oinge dose Toxicity/ Rat 
Acute Toxicity a Other safety tests: 
JOINN Laboratories (Beijing) 
Active Systemic Anaphylaxis Guinea Pig »CFDA GLP Certified 
E > U.S.FDA GLP Inspected 
Papes LOSE Eci Rat, Macaca Fascicularis > AAALAC Accredited 
(inc. local irritation) >OECD GLP Certified 


> Korean MFDS GLP Inspected 


Reproductive toxicity Rat > http://www.joinn-lab.com/ 


* An animal model which has been successfully developed for COVID-19 vaccine 
evaluation, including hCAE2 mice and Rhesus is employed 


https:/www.biorxiv.org/content/10.1101/2020.02.07.939389v3 
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Single dose and repeated dose toxicity 

» No abnormal changes related to vaccination in those animals when given high dosage 
vaccine was administered alone to otherwise healthy control animals. 

Active Systemic Anaphylaxis 

» No allergic reaction was observed after the guinea pigs was injected with high dosage 
vaccine intended for clinical use. 

Reproductive toxicity 

> There was no effect on the fertility of parental female and male rats, no toxicity and 
teratogenicity of embryo fetus, and no effect on the growth and development of F1 


generation pups. 
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PRECLINICAL STUDIES-virus challenge 


EFFICACY DATA PRESENTING — Results of Virus Sin ge te test 


Severe interstitial pneumonia Mild interstitial pneumonia 


Model Group 


Pathology 
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H.E.x100 

e Model: 2 cases (2/2) showed severe 
interstitial pneumonia with Vascular and 
peribronhial inflammatory cells infiltrate 


e Adjuvant: 1 case (1/2) showed mild 
interstitial pneumonia; 1 case (1/2) showed 
Severe interstitial pneumonia with Vascular 
and peribronchial inflammatory cells 
infiltrate 
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e High dose group: 4 cases (4/4) 
showed mild interstitial pneumonia; 
Compare with model group and 
adjuvant group, the pulmonary 


pathological change of vaccine groups 
has been siganificantely reduced. 


CONFIDENTIAL 


| noJ6 asop ve 





geo 








CH Fo Kis” 
CoronaVac” 
A BU y IR fa TS Wo © t 


Significant 
protective 
effect observed 
for medium 
dose 
vaccination 


Significant 
protective 
effect observed 
for high dose 
vaccination 


Medium dose group: 4 cases (4/4) 
showed mild interstitial pneumonia; 
Compare with model group and 
adjuvant group, the pulmonary 
pathological change of vaccine 
groups has been siganificantely 
reduced. 
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PRECLINICAL STUDIES 
EFFICACY DATA PRESENTING - Results of Virus Challenge test 





Group/day Animal o 7d 14d 21d 
3 dose Met Eë | <8 | <8 | 4 | 24 | Significant protection 
group Virus effect is shown for 


schedul | K | <8 | <8 | 6 | 24 | - 
e(0,7,14) GMT challenge on’ neutralizing antibody 
ge D21-D23 no lower than 1:24 
High dose 
eile K3 | <8 | <8 | 6 | 3 | 
| K | <8 | <8 | 6 | 64 | 
GMT 


Group/day Se Od 7d 14d 21d 


Medium dose 
2 dose Mu Ki | <8 | <8 | 6 | 48 | 





Results and conclusion 


High virus load in pulmonary tissue of model group after virus 
challenge. 
Compare with model group, Virus was not detected in pulmonary 


tissue of medium dose group 7 days after virus challenge. 
schedul Compare with model group, Virus was not detected in pulmonary 
ai La [cai | / | / 174 1 708 | |” ue of righ dose group day after virus challenge 
i Pathological examination of pulmonary tissue is still ongoing. 


High dose 
Mu kI9 | <8 | <8 | 4 | 96 | 
ama | | | 67 11191, 
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Clinical Study 
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3.1 Phase I/II Clinical Trial 
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Clinical Study Plan 


Post- 
marketing CT 





e Comprehensive study 

* The target population is 6 months old and : 
above, covering pregnant women and i: Phase II CT : Batch 
people with preconditions. i : consistency 





Bridging : Adult 
study : (26-45) 





Adult & Elderly : 
BENE ^ 
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| Safety and Applications Study : 


Adolescent 
(3-17) 





0,28 


Phase I Phase I 
* FDA WHO Guidelines 


“Protective efficacy, *Non inferiority : i e ICH GCP Guidelines 
“Cross neutralization of commercial : Stability 

effect and pilot scale : 

* Species differences «Cross among 
*Stability between neutralization: batches 
batches effect 


72 480 





ed 
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Phase I/lI CT Data — Immunogenicity (Neutralizing antibody — pgs 


of Wild Virus) 





18-59 years 18-59 years > 60 years 3-17 years 


0,14 procedure 0,28 procedure 
Mic propane 9,28 procedure 18-59 years 0,14 procedure 18-59 years 0,28 procedure 760 years 0,28 procedure 3-17 years 0,28 procedure 


142.2 
86.4 


120 


924983 94.1 99.2 97.4100.0 


98.0 99.0 96.8100.0 
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> On the 28th day after immunization with different doses of vaccine by 0,14 and 0,28 procedures, the effective neutralizing antibody 
seroconversion reached more than 94% in different age groups; 
> The neutralizing antibody titers were higher in children and adolescents aged 3-17 years than those in adults aged 18-59 years 


and elderly aged 260 years. 
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e The preliminary data of phase I and Il studies among the adults, the elderly and the adolescents 
and children had been obtained. 
。 The results showed that the participants vaccinated with medium dose (600SU) and high dose 


(1200SU) vaccines for 28 days, and then the positive seroconversion rate reached to over 94.1%. 


The above studies showed that the medium dose, high dose and 0,14 and 0,28 procedures can produce a certain level of 
protective antibodies. Considering the urgency of the current pandemic emergency vaccination, the medium dose (600 SU) 


with the 0,14 procedure was selected to enter the phase lll clinical trial to explore the basic data of the body protection 


effect in a short time. 
NMPA conducted on-site inspections of the phase I/II clinical trials between November 24 and 30, 2020, and authenticity 


complied. 


Copyright © 2001-2020 Sinovac Biotech Ltd. CONFIDENTIAL 





JE 元 尔 来 和 福 - 
4 CoronaVac” 


新 型 冠状 病毒 灭 活 疫 苗 


5 3.2 Phase III Clinical Trial (Pivotal Study) 
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Study Design of Phase lll Clinical Trial 


The same batch of vaccine (20200412) was carried out in different regions according to the same immunization procedure (0,14 
procedure), which confirmed each other. 










) Turkey: start from Sept. 16th 2020 Consideration of clinical trial site selection 
Subjects: Medical staff + General ANC LISerious pandemic 
population (1:10) cae OPopulous 
Size: 13000, 18-59 years old oe OiPossible differences of epidemic strains in 


different regions 


Brazil: start from July 21st 2020 





) Indonesia: start from MC 020 
DENN `" ` \ ©; : 


| | ee We 
Subjects: General population WCF 77744 
Size: 1620, 18-59 years old 


Subjects: Medical staff 


Size: 13,060, 218 years old 





Subjects: Medical staff + General 





population (1:10) 
Copyright © 2001-2020 Sinovac Biotech Ltd. CONFIDENTIAE* 3909. 218 years old 
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3 3.3 Phase lll Clinical Trial-Efficacy Data 
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Demographics characteristics of participants In Brazil 





aa Vaccine (N=6195) Placebo (N=6201) Total (N=12396) 
18~59 years 5879 (94.9%) 5885 (94.9%) 11764 (94.9%) 

316 (5.1%) 316 (5.1%) 632 (5.1%) 

Gender — .—  — 

| Male | 2270 (36.6%) 2171 (35.0%) 4441 (35.8%) 

III 3925 (63.490) 4030 (65.0%) 7955 (64.2%) 

BU — 

| White | 4685 (75.8%) 4633 (74.8%) 9318 (75.3%) 

| Multiracial = 1012 (16.4%) 1065 (17.2%) 2077 (16.8%) 

Féar a lon 329 (5.3%) 319 (5.2%) 648 (5.2%) 
merican 

148 (2.496) 163 (2.696) 311 (2.596) 


American Indian or 
Alaska Native 


Underlying Disease 








11 (0.2%) 
3441 (55.5%) 


13 (0.2%) 
3484 (56.2%) 


24 (0.2%) 
6925 (55.9%) 


792 (12.8%) 773 (12.5%) 1565 (12.6%) 
218 (3.5%) 197 (3.2%) 415 (3.4%) 

1386 (22.4%) 1403 (22.6%) 2789 (22.5%) 
39.42 (10.7) 39.59 (10.8) 39.50 (10.8) 
26.841 (5.1) 26.792 (5.3) 26.817 (5.2) 
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Primary endpoint 


“To evaluate the efficacy of whole course immunization for COVID-19 patients with clinical symptoms and 


confirmed by RT-PCR after two weeks. 


*To evaluate the safety of the vaccine within 7 days after each dose. 


Secondary endpoint 


To evaluate the efficacy on COVID-19 patients with clinical symptoms and confirmed by RT-PCR two weeks 
after the first dose of immunization 

To evaluate the efficacy on severe COVID-19 cases after two weeks of full-course vaccination. 

To evaluate the safety of 28 days after vaccination. 


To evaluate the efficacy on previously infected subjects after two weeks of full-course vaccination. 


To evaluate the incidence of severe cases (evaluation of the possibility of VED) 
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COVID-19 Case Definition 





Atypical symptoms Typical symptoms 
Fever Shivering Pharyngalgia Cough 
Nasal Taste or 
Fatigue congestion or a Së smell Positive 
runny nose H disorders 
N i Shortness of 
Headache GE : Diarrhea breath 
M dyspnea 





NMPA recommended definition: two atypical symptoms or one typical symptom lasting for more than two days 
or COVID-19 imaging features + PCR positive = COVID-19 confirmed cases; 


Protocol definition: any symptoms lasting for more than two days + PCR positive = COVID-19 confirmed cases 
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Definition of moderate and above cases of COVID-19 





WHO clinical progression scale 


Uninfected RNA Uninfected; noviral RNA detected 





Asymptonmatic; viral RNA detected 
Ambulatory mild 


nn Symptomatic; independent 


Symtomatic; assistance needed 


Hospitalized: moderate Hospitalized; no oxygen therapy 


disease Hospitalized; oxygen by mask or nasal prongs 







Hospitalized; oxygen by NIV or high flow 





Intubation and mechanical ventilation,p0;/FiO;>150 or SpO,/FiO;>200 


Mechanical ventilation pO;/FiO;<150 (SpO,/FiO;<200) or vasopressors 


Mechanical ventilation PO./FiO;<150 (SpO./FiO2<200) and vasopressors, dialysis, or 
ECMO 


Copyright (9 2001-2020 Sinovac Biotech Ltd. CONFIDENTFAIz on the Clinical Characterization and Management of COVID-19 infection. Lancet Infect Dis 2020 Aug;20(8):E192-E197 
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Efficacy on the confirmed cases (Brazilian health care workers) 





Efficacy: Grade 6 and above cases (10934 subjects completed two injections and 9823 subjects entered the monitoring period) 
















100% 
(9576Cl: 16.93, 
100.00) 





Mild 
Need medical 
intervention 
50.6596 
(95.38%CI: 35.66, 62.15) 


Asymptomatic 


Copyright © 2001-2020 Sinovac Biotech Ltd. CONFIDENTIAL 


Efficacy on the confirmed cases in Brazil 





Case definition 
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^ — Vaccine N=6195 

— Placebo N=6201 di 
Se 5 vu 
oy d 
= 4° a 
o a As of 16^ Dec 2020, the 
Q d 
E 37 " .— average follow-up time 
= aili d 

after the 2nc dose was 

S SH mail pm 
三 一 70.3 + 25.6 days, and 
2 1 ee 
2 pond the median follow-up 
co TE 
a EH | 
[s O — | | | | | | | duration was 73.0 days. 
Es O 14 28 42 56 70 84 98 


Time since first dose (days) 


Number at risk 
Vaccine n 6195 5719 5230 4870 4366 3817 2876 1804 
Placebo n 6201 5720 5200 4807 4273 3729 2793 17459 


Number of Cases n 
(Incidence density/100 persons, year) Efficacy (%) 
(95%Cl) 


Vaccine Placebo 





NMPA definition 85/4953(11.0) 168/4870(22.3) 50.7 (35.9, 62.0) 


Protocol definition 80/4953(10.4) 170/4870(22.7) 04.1 (40.1, 64.8) 
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Efficacy on different subgroups 





Cases (n) / Monitored number (N) Efficacy 


Subgroups (95%CI) 


Vaccine Placebo 


18-59 | 18-59 years old old 83 / 4741 164 / 4663 50.66% (35.75%, 62.11%) 


A 
ge group 60 years old — - 51.11% (-166.93%, 
and above 91 (ag 
Interval <21 days 77/4184 149 / 4148 49.12% (33.01%, 61.36%) 
between two 
doses 21-28 days 8 / 769 19/722 62.32% (13.91%, 83.51%) 
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Efficacy on the population with precondition 





Vaccine Placebo 


Precondition Efficacy %(95%Cl) 
N n(Incidence density) N n (Incidence density) 


No precondition | 2222 41(13.21) 92(27.91) 52.40(30.75, 67.28) 





e Precondition had no significant effect on the Efficacy; 


e The sample size of some patients is small, which needs further study. 
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Efficacy against COVID-19 cases* in Turkey 





Number of Total Incidance 


Treatment amo GO usd Person year | rate (/100 


Arm exposure person 


year) i 83.50% 
9 6559 0.14% 283.89 317 CI,; (65.42-92.12) 


19 Cases Number** 






CoronaVac 
Placebo 3471 0.92% 166.53 19.22 





Incidance 
Person year | rate (/100 
exposure person 


Total 
Subject 
Number** 


Treatment [Number of hospitalized 
Arm COVID-19 Cases 


100.00 9c 


0 6550 0.0096 283.69 CI,; (20.33-100.00) 


CoronaVac 
Placebo 3445 0.17% 166.51 


ra DT 9995 --— — 


* Based on symptomatic and RT-PCR positive COVID-19 cases after 14 days and more after the 2nd dose 
** Number of subjects after 14 days and more after the 2nd dose 
# Based on calculation person x year in the follow up period 
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Efficacy against symptomatic COVID-19 cases in Indonesia 


A total of 1603 subjects in the Indonesian clinical trial have been completed with two doses of 


vaccination and entered the monitoring period. The monitoring time is 75 days. 


Efficacy after 14 days with two doses of vaccination 
( Data as of January 11, 2021 ) 


Cases (n) / Monitored number (N) 


Efficacy 
Vaccine Placebo (95%CI) 


NEA N=804 


1/198 18/804 65.30% (18.95%,85.10%) 
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3.4 Phase lll Clinical Trial-Safety Data 


Solicited Adverse Events 
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Phase lll CT Data Safety (Brazil) cc 


ElThe overall incidence of adverse reactions was 77.10% in the vaccine group and 66.37% in the placebo group, with local and collective adverse 


reactions as the main; 
ElThe incidence of local adverse reactions was 62.14% in the vaccine group and 35.32% in the placebo group. The incidence of systemic 


adverse reactions was 58.45% in the vaccine group and 56.91% in the placebo group; 
LI The most common symptoms were pain at the inoculation site, headache, fatigue and myalgia; 
LIDuring the monitoring period, there was no severe disease or VED in the vaccine group. 


Total AE Solicited Local AE 


100 7710 Bi } Vaccine group (N=6202) 
一 73.14 sPlacebo group (N=6194) 80 M | Vaccine group (N=6202) 
à 80 66.37 7 = 60.88 5 _ 
> 62.14 58.45 56.91 59.96 S 5Placebo group (N-6194) 
2 60 — 60 
E 35.32 36.8335.76 a 32.94 
S a 40 © 40 
25 20 8 £20 
dE 5 8 6.005 1g 4.50.23 41 958 40911 
0 8 © 0 = == asa = 
oa Local Systemic Solicited Unsolicited Pain Swelling Pruritus Erythema Induration 
42.14 SC i 
"m SP 4133 Solicited Systemic AE M | Vaccine group (N-6202) 
os A0 | “Placebo group (N=6194) 
ML 
30 
à 19.05 14:624 99 
© 2 | j ; 
$ E | | 1092 10.08.28 g 543 6 eo 6 518 of 29 1.49 1.19 0.82 
c | | I A I | s E 
's 510 | | | "TI 455, 4% 152, | 0.19 
2 | | | .52 | 1.21 ， 0.94 . 016. 
880 i i E HR E EH E cdl e ie | 
头痛 乏力 ANSE ASE El) ZI TE 寒战 SEU FRET IXA HANZ Kat A 3 
Headache Fatigue Myalgia Diarrhea Nausea Cough Arthralga Chills ied Pruritus Vomiting ` Hypersensi Rash Fever 
ivity 
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Adverse Event Incidence Rate 


O Based on the safety analysis of 10,216 subjects, and the overall safety of the vaccine was 


favorable. The most freguent adverse events were listed below. 


O The incidence rate of fatigue and headache were 9.6% and 6.7% in the vaccine group, 





B Vaccine u Placebo 


Incidence rate (%) 
Mi 
un 





96 10.1 
10 9.3 
6.7 
36 4.1 
0 
Pain at Fatigue Headache Muscle pain Fever Chilling Diarrhea 


injection site 
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100 。 - 
sf A. AE after 1st dose vaccination m- mm | | 
_ 80 Js N 135) Interim analysis of Safety Data 
S 70 60.5 EN 
o 60 504 943 The overall safety of the vaccine in 540 
C 50 pe 382 subjects was favorable. From the 
2 40 274 316 beginning of vaccination to 28 days after 
- 30 16. d 178 172 the two doses of vaccination, the 
« 20 á 9 incidence of AEs in the vaccine group and 
10 2500 040.0 the placebo group was 71.6% and 71.0%, 
0 == = respectively. The incidence of adverse 
"TTT Grade 1 Grade 2 UI LA Pain Fatigue is HEES events after the first dose and the second 
dose was 60.5% and 51.9% respectively. 
The main AEs were grade 1, and the 
100 T incidence of AEs after the 1st dose and 2nd 
90 B. AE after 2° dose vaccination dose were 54.3% and 47.9% respectively. 
_ 80 mo willst The main symptoms were pain at the 
à 70 vaccination site, and the incidence of pain 
S 60 519^! so after the first dose and the second dose 
© 50 we were 33.3% and 30.5% respectively. 
c 49 aM 30.530.1 During the monitoring period, there were 
a 30 no severe cases of new coronary artery 
20 fn 10.80.5 IR p n sr ar disease and no VED. 
10 1.81.5 15-0 
0 IR - == 
e? Grade 1 Grade 2 SE Deieren? Pain Fatigue Fever Diarrhea 
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3 3.5 Phase lll Clinical Trial- Bridging clinical trials 
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Immunogenicity Data of Bridging clinical (schedule 0,14) 


Immunogenicity and non inferiority in commercial scale versus pilot scale for healthy adults aged 26-45 





Commercial scale Pilot scale Non inferiority Test 


Positive rate (96) 93.23 90.73 


9590Cl (89.38, 96.01) (86.41, 94.03) Sn 
Non inferiority 
GMT (LX) 17.91 18.52 
9590Cl (15.93, 20.13) (16.46, 20.83) 


Immunogenicity and non inferiority in the elderly aged 60 and above ep with healthy adults aged 18-59 





Elderly Adult Non inferiority Test 


Positive rate (96) 82.47 91.58 
95%CI (77.19,86.96) (88.79, 93.87) 
Inferiority 


GMT (IX) 11.82 18.21 
95%CI (10.50, 13.30) (16.74, 19.80) 





The immunogenicity of the pilot scale and commercial scale vaccines comply with the non inferiority standard, but the 
immunogenicity of the elderly was slightly lower than that of the adults, which did not comply. It suggested the schedule 0,28 
shall be considered for elderly which can achieve higher antibody levels. 
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The cross neutralization test was performed on 11 
strains of isolates from different countries with 
immunized human serum of COVID-19 Vaccine (Vero 
Cell), Inactivated (CZ02 strain). The positive rate was 
between 80%-100% and GMT (1:) of serum antibody 
titer between 9.3~46.7. After immunization with 
COVID-19 vaccine, there was a good cross reaction 
between serum and all strains. 


Recently, the Institute of zoology, Chinese Academy 
of Medical Sciences and CDC of Guangdong 
Province have conducted cross neutralization 
evaluation on the sera of vaccinated patients with 
British and South African strains respectively. The 
evaluation results show that the human sera 
immunized with vaccines can effectively neutralize 
the mutated virus strains imported from Britain and 
South Africa, and the neutralization effect is lower 
than that of domestic virus strains. 
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e 600SU with the schedule 0,14 was vaccinated by emergency use procedures in the 
three countries, it showed good safety without vaccine enhancement disease (VED). 

。 The overall efficacy of the schedule 0,14 in phase lll clinical trial of the emergency use 
was 50.65%, 83.50%, 65.30% in Brazil, Turkey and Indonesia, respectively. 

* According to the comprehensive analysis data of clinical trials in Brazil, the efficacy on 
mild cases need medical care was 83.70%, and the efficacy on hospitalized and 
severe cases was 100%; according to the data of clinical trials in Turkey, the efficacy 


on hospitalized cases was 100%. 
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* CoronaVac® has been approved for emergency use or conditional 
marketing authorization by 37 authorities. 


。 Up to April 22, more than 270 million doses have been distributed and 
more than 160 million doses have bee used globally 
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